that the community environment is a major contributor to spread of these pathogens in children. 
Introduction

48
Multi-drug resistant (MDR) Enterobacteriaceae infections are associated with significant 49 morbidity and mortality and are an emerging problem in children in the US during the last 50 decade (1, 2). Globally, this has been attributed mainly to the rise in extended-spectrum beta 51 lactamase (ESBL) producing Enterobacteriaceae (ESBL Ent) and carbapenem-resistant 52 Enterobacteriaceae (CRE) (3, 4). Increasing resistance to several other classes of antibiotics was 53 found in these studies; including to the fluoroquinolones, a class of antibiotics with limited 54 indications for use in children (1, 2).
55
The CTX-M-ESBL harboring Escherichia coli are among the most common multi-drug has been linked to chromosomal and to plasmid-mediated resistance mechanisms and is thought 60 to be associated mostly with the dramatic increase in use of these antibiotics during the 1980s(7, 61 8).
62
The reasons for increased FQR in children are unclear, and studies assessing the 63 resistance determinants associated with the FQR phenotype in Enterobacteriaceae recovered 64 from children are limited(9); therefore, we examined this population to determine which children 65 had a higher likelihood of infections with organisms resistant to both beta-lactam and 66 fluoroquinolone antibiotics.
67
We determined the genetic basis of FQR in beta-lactamase producing Enterobacteriaceae 68 isolates from children cared for by multiple centers in the Chicago area and analyzed a subgroup 
76
METHODS
77
Study Setting
78
Hospital A contains a 115-bed children's hospital within a tertiary care academic medical 79 center which has a mother-newborn infant unit, pediatric and psychiatric wards, and cardiac, 
Analysis of Plasmid Replicon Types and Phylogenetic Grouping
144
E. coli were assigned to four major phylogenetic groups (A, B1, B2 and D) using a well- 
148
Analytic Study Design
150
We used a retrospective case-control study design to assess factors associated with 
Statistical Analysis
175
Case and control groups were examined for differences using parametric or non- 
184
RESULTS
185
Composition of Fluoroquinolone Resistance (FQR) Genes in Enterobacteriaceae 186
We assessed 169 bla-producing Ent isolates between 2011 -2014 from Hospitals A, B, 187 and C for the presence of FQR ( Case-control differences in comorbid conditions; presence of respiratory, gastrointestinal, 214 genitourinary, or overall count of foreign bodies; or recent prior healthcare exposure were not 215 found.
216
We did not find evidence of significant effect modification during the model building 217 stages nor did we find evidence of significant confounding; therefore, no additional covariates 218 were added back to the final model after the stepwise selection process was completed, and the 219 simplest model was used in the final regression model.
220
On multivariable analysis ( 
231
To ensure these regional associations were unique to PMFQR containing isolates, we ran 232 two additional case-control analyses specifically assessing whether regional differences within In our pediatric patients there was a predominance of ST131 E. coli harboring bla CTX-M .
247
We hypothesize that there is significant horizontal gene transfer between genera. This is very 248 worrisome from a public health perspective since children, once colonized with MDR
249
Enterobacteriaceae can remain colonized for months to years and could serve as reservoirs and 
254
We found striking residential differences for children infected with PMFQR containing We did not find significant differences in comorbidities between cases and controls. This codes using Illinois census data, we did not find overall differences in the socioeconomic status 298 of the "high risk" southwest region and neighboring regions such as the south and west regions.
299
We recognize that our study has limitations. This was a retrospective study designed to 
314
In conclusion, we found that there is significant complexity and diversity in the 
Acknowledgements
327
We gratefully acknowledge the contribution of the late Dr. Paul Schreckenberger to this work.
328
We thank the microbiology laboratories of the participating institutions for providing isolates for 
